Abstract
Introduction
Intracranial arterial stenosis (ICAS) is increasingly recognized as an important factor in defining stroke subtypes and in selecting preventive or therapeutic measures [1] [2] [3] [4] [5] [6] . Patients with symptomatic ICAS may have a higher risk of recurrent stroke [1] [2] [3] [4] [5] [6] [7] . The prevalence of ICAS among stroke patients varies across ethnic groups [3, 4, [8] [9] [10] [11] [12] [13] [14] [15] . Asians, Africans, and Hispanics have a greater preponderance for ICAS than Caucasians [11] [12] [13] [14] [15] [16] [17] . ICAS is noted in 5% to 10% of Caucasians patients with ischemic strokes [10, [15] [16] [17] [18] [19] , but in 28% to 54% in Asian counterparts [11] [12] [13] [14] . In Chinese patients with ischemic stroke, the middle cerebral artery (MCA) was the most commonly identified location of ICAS [19] .
The Taiwan Stroke Registry (TSR) is a prospective, multicenter registry of patients with stroke or transient ischemic attack (TIA) [20] . The aims of the TSR are to investigate the risk factors, stroke types, and outcome in a nation-wide stroke registry, and to assess the quality of stroke care. The present study aimed to compare the risk factors, clinical features and outcome between ischemic stroke patients with and without MCA stenosis, assessed by transcranial sonography (TCS), based on the Taiwan Stroke Registry (TSR) database. The impact of superimposed extracranial internal carotid artery (ICA) stenosis was also assessed.
Materials and methods

Patients
Patients with acute ischemic stroke or TIA who were admitted to 39 TSR hospitals constitute the TSR cohort [20] . The diagnosis of ischemic stroke and TIA was acute neurologic dysfunction of vascular origin lasting for more and less than 24 hours, respectively. All patients received examination including computed tomography (CT) or/and magnetic resonance imaging (MRI) for the index event. They were included in the present study if they met the following criteria: (1) acute ischemic stroke or TIA; (2) receiving both duplex and TCS assessment; and (3) having been followed for at least 3 months. This study was approved by the Institutional Review Board of Taipei Medical University. The TSR protocols and the consent procedure were approved by the Institutional Review Board of each participating hospital, and the registered stroke patients gave their written informed consent for follow-up. All clinical investigation conducted according to the principles expressed in the Declaration of Helsinki.
TSR provides a structured record of demographics, including risk factors, stroke types, stroke subtypes (TOAST classification), National Institute of Health Stroke Scale (NIHSS) on admission and discharge, neuroimaging and ultrasonographic examination of relevant arteries, in-hospital management and complications, and functional outcomes in follow-up [20] .
Ultrasonographic study
Extracranial ICA and MCA stenosis were diagnosed by carotid duplex and TCS, respectively, and were categorized into <50% and !50% stenosis according to the following criteria. Extracranial ICA stenosis !50% was recorded if the peak systolic velocity of the ICA !125 cm/s, or the peak systolic velocity ratio of the ICA to the ipsilateral common carotid artery !2, or no Doppler flow signal detected in the ICA indicating total occlusion [21, 22] . MCA stenosis !50% was recorded if the peak systolic velocity (PSV) !140 cm/s, mean flow velocity (MFV) !100 cm/s, only trickle flow signals, or no detectable Doppler flow signal in the MCA in patients with a good temporal window [19, [23] [24] [25] [26] [27] . Patients with poor temporal bone windows were excluded. These criteria were determined by a panel of neurosonographic experts based on published criteria [23, 24] . We have validated the PSV criteria in diagnosis of MCA stenosis !50% [25, 26] . The accuracy of MFV criteria in diagnosis of MCA stenosis was reported [27] , and further validated in recent studies in Asians [28] . All sonographic studies were reimbursed by National Health Insurance (NHI), the universal payer in Taiwan, under strict guidelines. Ultrasonographic assessment was conducted by trained neurosonographers who have gone through strict certification processes to be qualified for sonographic claims for NHI reimbursement.
Patient follow-up
All registered stroke patients were followed in clinics at 1 and 3 months poststroke. For those who could not attend the clinic, telephone interviews were made to assess functional status, and to check for stroke recurrence and survival status. In the present study, functional outcome 3 months after stroke was assessed using modified Rankin Scale (mRS) and Barthel Index. A mRS of 2 or greater at 3 months was considered an unfavorable outcome.
Statistical analysis
Categorical variables are presented as percentage and continuous or discrete variables mean ± standard deviation or median (25th-75th percentile). Student's t-test, χ 2 test, ANOVA
and Kruskal-Wallis test were used for univariate analysis between groups with relevant variables as indicated. A logistic regression analysis was adapted to evaluate the odds ratio and 95% confidence intervals (CI) of predictors of MCA stenosis. The Kaplan-Meier method was used to estimate the probability of early stroke recurrence and mortality 3 months after stroke.
The Cox proportional hazards model was used for the hazard ratio (HR) and 95% CI of predictors of early stroke recurrence and mortality. Statistical analysis was performed at an α level of 0.05 (two-tailed). SAS (SAS Institute, Cary, NC, release 9.1) was used for statistical analyses. 35 .6%), ischemic heart disease (13.7% vs 11.7%), hypercholesterolemia (44.6% vs. 38.4%) and hypertriglyceridemia (33.1% vs 26/7%) than those without MCA stenosis. Large-artery atherosclerosis (55.9%) was the most common stroke subtype and small-vessel occlusion (22.7%) was the second in those with MCA stenosis. However, among those without MCA stenosis, the most common stroke subtype was small-vessel occlusion (50.1%) and the second was large-artery atherosclerosis (23.2%). The distribution of cardioembolism, specific etiology, and undetermined etiology were similar between patients with and without MCA stenosis. The treatment of antiplatelets and carotid stenting were almost the same among patents with and without MCA stenosis. There was around 80% of patients with antiplatelets and only 0.2% with carotid stenting (Table 1 ). The multivariate analysis showed only DM (OR, 1.55; 95% CI, 1.33-1.81), hypercholesterolemia (OR, 1.22; 95% CI, 1.05-1.43) and family history of stroke (OR, 1.22; 95% CI, 1.04-1.44) were significantly related to MCA stenosis (Table 2) .
Results
Patients with MCA stenosis had higher NIHSS on presentation, more likely to have stroke in evolution, worse functional status (Barthel Index and mRS) and higher mortality or stroke recurrence at 3 months after stroke than those without MCA stenosis. Unfavorable outcome with a mRS !2 at 3 months was higher in patients with MCA stenosis than those without (60.8% vs. 48.8%, p<0.0001) ( Table 1) . Patients with combined MCA and ICA stenosis had even higher NIHSS on presentation, worse functional outcome, and higher mortality or stroke recurrence at 3 months than those with MCA stenosis only ( Table 3) .
The Kaplan-Meier analysis based on stroke recurrence or mortality at 3 months shows patients without MCA stenosis fared better with lower rate of stroke recurrence or death than those with MCA stenosis (log rank p<0.001). Patients with both MCA and ICA had even worse outcome than those with MCA stenosis based on stroke recurrence rate and mortality at 3 months poststroke (Fig 1) . The Cox multivariate regression model also demonstrated that ischemic stroke patients with both MCA and ICA stenosis had higher stroke recurrence or death than those without MCA stenosis (HR, 2.204; 95% CI, 1.440-3.374; p<0.001) ( Table 4) .
Discussion
This study was based on the TSR [20] , a nation-wide, large-scale stroke registry with rigorous control of entry data to compare selective clinical features and outcomes between ischemic stroke patients with and without MCA stenosis. Results show that MCA stenosis was more frequently found than extracranial ICA stenosis in ischemic stroke patients. The MCA stenosis to ICA stenosis (23.3% vs. 10.1%) ratio of 2.3 is in agreement with studies in other Asian populations [12, 13, 15, 19] .
Coexisting ICA and MCA stenosis were found in 3.9% of patients in the present study. Among patients with extracramial ICA stenosis, 38.6% had MCA stenosis. In the North American Symptomatic Carotid Endarterectomy Trial, one-third of patients with symptomatic extracranial ICA stenosis also had ICAS [29] . In a Hong Kong study, 10% of patients with ischemic stroke had both intracranial and extracranial lesions [19] . ICAS was noted in 48% of patients with extracranial carotid stenosis in Korea [30] . The findings suggest that in patients with extracranial carotid stenosis, ICAS is a common comorbidity and should be searched for. This situation is especially important for Asian patients, who have higher prevalence rate of ICAS [11] [12] [13] [14] [15] [16] , and are considered for carotid endarterectomy or stenting. ICAS is known to unfavorably affect the outcome following surgical or stenting interventions on carotid artery stenosis [29, 30] .
The present study also shows that patients with MCA stenosis presented with higher NIHSS, which reflects more severe neurological deficit at stroke onset, were more likely to manifest stroke-in-evolution and to have unfavorable outcome and higher mortality at 3 months after stroke as compared to patients without MCA stenosis. Within the MCA stenosis group, those with superimposed ICA stenosis had even higher NIHSS on admission, worse outcome, and higher mortality than those without ICA stenosis. In a survival analysis, the endpoint of combined stroke recurrence or death was significantly increased in patients with both MCA and increased further among those with both MCA and ICA stenosis [31] . The Warfarin-Aspirin Symptomatic Intracranial Disease (WASID) study showed that the annual recurrence rates of stroke or TIA with symptomatic intracranial atherosclerosis were nearly 20%, and most subsequent strokes were in the same territory and nonlacunar [32] . Higher recurrence rates of ischemic events have also been reported in patients with symptomatic MCA disease compared to those who were asymptomatic [33] . In the subgroup of our patients with MCA!50%/ICA<50%, symptomatic MCA stands for 45.9%. In the subgroup of our patients with MCA !50%/ICA !50%, symptomatic MCA stands for 58.7%. The percentage of symptomatic MCA in the index stroke was around 46%-59% in our study. Since symptomatic MCA stenosis predicts worse outcome, more rapid and rigorous preventive measures would seem warranted for this patient population. A recent study suggests that more rigorous interventions may be warranted in patients with symptomatic ICAS [5, 6] . MCA stenosis may be asymptomatic to the index stroke. Asymptomatic ICAS is often relatively benign. Among the WASID patients, 27.3% had asymptomatic ICAS, and the 1-year risk of stroke in the asymptomatic ICAS territory was 3.5% [34] .
Results from the present study show that there was a difference in risk factor profile between patients with and without MCA stenosis. Patients with MCA stenosis had significantly higher rates of DM and hypercholesterolemia. DM has a significant impact on the extent of ICAS [35, 36] . In one study of asymptomatic high-risk patients in Hong Kong, DM was linked to increased risk of MCA stenosis [19] . The present study also demonstrates that hypercholesterolemia was more frequently noted in patients with MCA stenosis than those without. In the WASID study, hypercholesterolemia is a determinant of ICAS with an odds ratio of 1.62 [37] .
The strengths of the present study include the prospective, multicenter stroke registry based on a well-designed registry protocol with rigorous quality control [20] . The large sample size provides useful profiles to broaden our view into subpopulations of patients with ischemic stroke. Results derived from the present study support the contention that MCA stenosis is a marker for more severe neurological deficit at stroke onset, worse functional outcome, higher stroke recurrence rate or mortality. Although TCS has been widely applied to stroke patients its benefit have yet to be fully established [38] . In patients with TIA, abnormal TCS findings were noted to be useful in predicting subsequent cardiovascular events [17, 39] . The multispecialty panel of experts convened by the Clinical Practice Committee of the American Society of Neuroimaging has defined TCS for a number of clinical indications [40] . Validation of TCS with magnetic resonance angiography or digital subtraction angiography in ischemic stroke patients have been made [25] [26] [27] [28] . The present study provides a preliminary piece of evidence supporting that TCS is helpful for identifying a subgroup of stroke patients with worse clinical course and poorer outcome, who may benefit from more rigorous preventive and therapeutic measures as has been shown in recent clinical trials [5, 6] .
There are a number of limitations in the present study. The study subjects were recruited from a multi-center stroke registry, the TSR [20] . Only patients with both extracranial and intracranial vascular sonographic studies were included in this analysis. It is possible that some patients with known etiologies, such as cardioembolism, or with very severe deficit early in clinical course might have been precluded from receiving TCS. Second, the TCS study requires a good acoustic window to identify the MCA. However, patients with older age, particularly in women, may impede the insonation of the intracranial vessels, including the MCA. Lower number of female patients in the present study may reflect a possible gender bias. Third, the vascular studies were often done immediately after the stroke. It is possible that the vascular process during the acute stage might have evolved later. Therefore, some of the patients considered to have MCA stenosis may have recanalized embolus. But the distribution of atrial fibrillation was insignificantly different between groups in Tables 1 and 3 . Fourth, ICAS may involve arteries other than the MCA. TCS, focusing on the MCA, does not allow a more comprehensive assessment of different vascular territories. Finally, angiographic study was not widely used in this stroke population to allow confirmation of the validity of TCS results in the present study. Despite these limitations, results presented here are still of value for confirming the prognostic importance of MCA stenosis for a large population of ischemic stroke patients in Taiwan and other Asian countries, and suggest a role for TCS to identify this potentially important marker in patients with ischemic stroke for more assertive measures in stroke prevention.
In conclusion, the frequency of MCA stenosis was 2.3-fold higher than that of extracranial ICA stenosis in ischemic stroke patients in Taiwan. Patients with MCA stenosis were more likely to have DM and hypercholesterolemia and to present with severe neurological deficit with worse outcome. TCS is of practical value for identifying a subgroup of patients who are in need of more rigorous preventive and therapeutic measures. Regarding substantially high prevalence of MCA stenosis in Asian countries, applying TCS to acute ischemic stroke patients in clinical practice may be considered. 
